. Aqueous stability of probe 1 and probe 2. Time-dependent fluorescence intensity at 605 nm of 11 μM of probe 1 and probe 2 were measured in DPBS at 37 o C with an excitation wavelength of 548 nm. Figure S2 . UV-Vis spectra changes of probe 2 (11 μM) upon addition of 110 nM hCES2. Spectra were recorded in 20 min intervals in DPBS at 37 o C. Figure S3 . HPLC analysis of Probe 2 (top), 3 (middle), and post-hCES2 reaction with probe 2 (bottom). For the latter, 11 μM Probe 2 and 110 nM hCES2 were incubated in DPBS at 37 o C for 3 h then injected. Left, HPLC chromatograms (monitored at 254 nm); right, UV-Vis spectra of the strongest peaks. PosthCES2 reaction (bottom) shows a peak at 34 min, matching the retention time and absorption spectrum of purified compound 3 (middle). No peak at 40.5 min corresponding to probe 2 (top) was observed in the reaction mixture. Figure S4 . Time-dependent fluorescence intensity at 605 nm (Ex 548 nm) changes of probe 2 (20 μM) with different concentrations (5, 11, 25 nM) of hCES2 at 37 o C. Figure S5 . Left, photostability of probe 2 and AP (11 μM). Spectra were recorded in DPBS with 413 nm excitation for probe 2 and 548 nm excitation for AP. Right, plot of absorbance at λmax (413 nm for Probe 2, 548 nm for 3) against concentration for Probe 2 (purple trace) and 3 (green trace). The maximum linear response was taken as the solubility limit in PBS, pH 7.4, 25 °C. Probe 2 has solubility up to 75 μM while 3 is soluble to at least 140 μM; further concentrations were not tested since higher absorbance values may deviate from linearity due to detection by the spectrophotometer rather than insolubility. -10  0  10  20  30  40  50  60  70  80  90  100  110  120  130  140  150  160  170  180  190  200  210 f1 ( 192.43, 171.33, 157.66, 143.07, 133.31, 130.06, 128.39, 124.72, 112.04, 111.93, 22.91, 1.03 . 
